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DE-PARTM.EMT OF HEALTH :AND 

Food and Drug Admir@tratbn 

21 CFR Part610 

[Docket No. 2OOSN-O355] 

RIN o910-AF20 

Revocation of Status of SpWfic 

Companion Document to Direct, Firztal 

@TOUP A 

AGENCY: Food and Drug Administration, IBIS. 

ACTION: Proposed rule. 

SUMMARY: The Food and Drug Administration (FDA) is proposing 

the regulation applicable to the status of specific products; Group A 

streptococcus. FDA is proposing to remove the regulation beca~se,~he existing 

requirement for Group A streptococcus organisms and der~vat~v~s:~~ both 

obsolete and a perceived impediment to the development of Group A 

streptococcus vaccines. The regulation was written to apply to a group of 

products that are no longer on the market; We are taking this action .as part 

of our continuing effort to reduce the burden of unnecessary re tions on 

industry and to revise outdat&d regulations without diminishing ptiblic health 

protection. This proposed rule is a.comp&nion to the direct final rule published 

elsewhere in this issue of the F~~~~~l Re’ er, We are taki this action 

because the proposed change. is no~~on~~ver~ial, and we do not anticipate 

any significant adverse comments. If we receive any s~g~~~i~~t adverse 

comments that warrant terminating the direct final rule, we ,will coneider such 

comments on the proposed rule in eveloping the final rul,e. 



DATES: Submit written or ~&ctroniic ~~~rn~nts on or before [ins+& date 75 days 

aper date of publicatiqn iti, the I?&$ 

ADDRESSES: You may submit co~~~~~, identified by Docket No. 2005N-0335 

and/or RIN number OHO-AF20, by any of the following ~~~~d~~ 

Electronic Submissions 

Submit electronic comments in the following ways; 

0 Federal eRulemaking Portal.: http://www.regu~~-tions.gov. Follow the 

instructions for submitting comments. 

* Agency Web site: htt~:~~~.f~a,gov/dockets~~~ommen-tsar F’oTlaw the 

instructions for submitting commelnts on the agency Web sire. 

Written Submissions 

Submit written submissions in: the following ways: 

* FAX: 301-827-6870. 

0 Mail/Hand delivery/Courier {for paper, disk, .or CD~R~~ s&missions): 

Division of Dockets Managemerit @IFA-3051, Food and Drug Ad~i~is~ation, 

5630 Fishers Lane, rm. 1061; Rockville, IMD ~20852, 

To ensure more timely processing of tiomments, PDA is no logger 

accepting comments submitted to the agency by e-mail. FDA .eneowages. you 

to continue to submit electronic.comments.s by using,the Seders ~~~I~rna~~g 

Portal or the agency Web site, asdescribed in the Hec&xxic ~~~~~s~~uns 

portion of this paragraph. 

Instructions: All submissions, received must include the age~oy .name and 

docket number or regulatory ~nf~rrn~~o~ number (RI?C\;T) for this rul~making. 

All comments received may be posted without change ~~-~~~;/~~*fda.gov/ 

ohrms/dockets/default.htm, ~cl~d~~g any personal i~form~~io~ provided. For 
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additional information on submitting o 

of the SUPPLEMENTARV‘INFO~~AFIOJ\I section of this document. 

Do&et: For access to the docket to ,read background ~~~~rn~~ts or 

comments received, go to http://~.~~u.gc?v/crhrms/dr>~~e~s~~ u1t.h tm and 

insert the docket number, found in brwkets in the-heading &this document, 

into the “Search” box and follow the rapt$ an@/or go to. tie Division of 

Dockets Management, 5630 Fishers Lane, rm, I.Ofjl, Rockv~l~~~ Mb 20852. 

FOR FURTIIER INFQRl&AlIQN ~~N~A~~: Valerie A. Butler, cent+% for’ 

Evaluation and Research (HFM-l?), Fqod and Dr Adm~~~s~at~~~, 1401 

Rockville Pike, suite 20ON, Rockti~le, 

SUPPLEMENTARY INFORMATION: 

I, Background 

This proposed rule is a compa&on to the direct final~rule 

elsewhere in this issue of the F~d~~~ ister. This, ~ornpan~~n proposed rule 

provides the procedural framework to f@aliize the rule in the ~verzt that the 

direct final rule receives any sig~i~~~t’adverse comments anti is,,withdrawn. 

The comment period for this ~~mp?~io~ proposed rule runs ~~~c~~ently with 

the comment period for the direct final, rule. Any cornm~~~~ received under 

this companion rule will also be considered as comments ~eg~di~g,tbe direct 

final rule. We are publishing; the direct final rule because the rule is 

noncontroversial, and we do ,not a~~~~ipate that: it will receive any’ significant 

adversecomments. 

A significant adverse comment is defined .as a comment that explains why 

the rule would be inappropriate, including challenges ta the rule’s underlying 

premise or approach, or would b,e i~~ff~~~ve or una~~~ptab~e ~t~~ut a 

change. In determining whether’an adverse comment is s~~~~~an~.a~d 
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warrants terminating a direct fin& ~u~~rn~~~ng, we will ~o~s~d~~ whether the 

comment raises an issue serious ~~u~~h to warrant a substantive response in 

a notice-and-comment prokess in accordance with seotion 553 0 

Administrative Procedure Act (5. U.S,C. 553). ~omme~ts~that are f&olous, 

insubstantial, or outside the scope of.t e rule will not be, con&&red significant 

or adverse under this procedure. A co,mment recommending a ~~g~l~t~un 

change in addition to those: in the rule would~ not be considered 

adverse comment unless. the camment states why the rule wouM:be ineffective 

without additional change. ,Jn add~t~o~~ if a. significant adverse comment 

applies to an amendment, paragraph, or section of this rule and t at provision 

can be severed from the remainder of the rule, we may ado,pt as f&malt those 

provisions of the rule that are not subjects of a significant adverse comment. 

If no significant adverse comment is received in response to t~he direct final 

rule, no further action will be take$, related to this proposed ~~l~*‘~nst~ad, we 

will publish a confirmation docum@ntj before the effective date of 

final rule, confirming that the dire& final rule will go, into effe& cm [insert 

date 6 months afier date of publicaCx in the FederaE ,J#. @J. Additional 

information about direct rulemaking procedures is set f~~t~.~~ a ~~~danc~ 

published in the Federal Re@sttx “f November 21, 2997 fit;z $78 6 

Section 610.19 Status ofspecific pmducds; Group st~ept~co~~~s (2 1 CFR 

610.19), was published in the ~ade~a~ I& is&x of January 5, 1979 (44 FR 1544). 

FDA issued that regulation after reviewing and considering the fin&rgs of the 

independent advisory Panel on Review of Bacterial Va~c~~~s ‘and 

Antigens with “No U.S. Standard of.Potency” [the Panel), The ~~~a~ble to 

the proposed rule for § 610.19, which was published in the Fs gister 

of November 8, 1977 (42 FR 58266), contained the Endings of the Panel, 



including the Panel’s specific ~n~i~~~ about ~~n~l~~~~ed prockcts that 

contained Group A streptococi=us:(42 FR 58266 at 58277 to 5827g~” The 

regulation was a part of the Pane& review of the safety, e~e~tiv~n~ss, and 

labeling of biological prod~~ts,li~~~s~~ before July 1, ,1972. In 2. 

regulatory authority of these biolu~i~a~ products was ~a~sfe~~~d,~orn the 

National Institutes of Health [NIHJ to FDA. The Panel reviewed OS@ licensed 

biological bacterial prod&s tha$ Fere ,l&eled, ‘“No U.S. ,Sta of pot@ncy.‘* 

(There was a separate review for the ” acterial vaccines ,and ,Toxoids with 

Standards of Potency.“) Product,s ~,on~~dered by the Panel ~n~~u~e~ primarily 

mixtures of bacterial preparations,:e.g, Mixed Va,ccine Res~~rato~y~ which was 

described as containing ch&nicallg killed organisms ~o~si$ti~~ of 

Streptococcus (pyrogenes, virida;ns, and non~~mu~~~~~, S~~~~y~~~o~~~s 

(aureus and albus), Diplococcus ~~eum~n~ae, Neiserria ~~t~~~~~~~s, Klebsiella 

pneumoniae, and Haemophilus i~~ue~~~e ma~ufa-ct~~e~.~~,~oll~~ter-Stier, 

Division of Gutter Laboratories (4-2 $R-58266 at ~8268):~a~y of the products 

considered by the Panel were indurated as treatments for diverse kilments such 

as colds, asthma, arthritis, and uveitis- [42 FR 58266 t&.58276). 

The Panel report listed a nun&er of major concerns with this &oup of 

products (‘“No US. Standard of Pot@y”) f42 FR 58266 at ~~2~9~~ One of the 

major concerns was that no defined standards of potency existed for any of 

the products, so it was not possibleto establish thW.he mi~ro~~al~~factors 

manufacturers claimed to bei present in e products were,i~d~ed there or in 

what concentration (42 FR 58266 a~5827Oj. Many of these pro 

developed years before specific etiologic agents were associated with the cause 

of specific diseases. Moreover, the labeled indications for these products were 

for diseases of obscure etiology (Id,); ~~~~a~t~ers could provide to the Panel 
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neither clinical data to support the safety or efficacy of the prodxlcts, nor any 

justification for using the producfs as described other than ~~o~~olled and 

unconfirmed clinical impression< [Id-.). ,Additional safety q~~sti~~s arose from 

the fact that the products eere ~d~~~stered repeatedly over exte 

of time with no evidence of syate~ati~~~ollowup for the types of adverse effects 

that might be associated with repeated inoculations (Id.). The~Pa~~l stated in 

their report, that in view of what was known from lab~ra~r~ stu 

potential risks associated with re inoculations of f~~~~g~ substances, 

they had reservations about the lo~~-ter~ safety of this &roup, of 

FR 58266 at 58270 through 68271); In fact, the Panel didhot ~1~~s~~ any of 

these products into category I (those biological products det~r~~~~d to be safe, 

effective, and not misbranded) (4,2 FR 56266 at 58315). 

In the Panel report, the section. spe~~cally concerning Group A 

streptococcal vaccines describes, the history, dating-back ta the 1 3-W of major 

attempts to immunize humans with hemolytic strept~~u~~i~(42 FR 58266 at 

58277). These early studies demenstrated severe sys~t~mic ~toxicities (Id.). One 

study (Ref. 1) described the occurrB$ce of acute rheum.atir: fever in 

of rheumatic fever patients following vaccination with- a partially 

preparation (Id.). In addition, imm~olo 

streptococcal cell wall protein and mam~ali~ myocard~~m was ~de~onstrated 

in vitro (Id.) [Ref. 2). However, the Ranel report differentiated between the 

licensed products under review and; highly purified pre~~~~tio~s, which were 

at the research stage. The Panel report stated that the safety pro~~~~for a highly 

purified preparation was quite different, noting that no a~ti~~eart reactive 

antibody has been observed in the pest immunization sera ,of i~f~~~s or adults 

receiving the purified preparation (Id.) ( 31, The Pa-@1 CO~~l~d 



on demonstrated safety concerns, ‘;thtit the ~~contr~~led u&e of the Group A 

streptococcal antigens in bacterial vaccines with ““&Jo U.S. Standard of 

Potency” represented unacceptabh! risks (42 FR SSZi66 as 58278); In fact, the 

Panel stated: 

In view of the carefully conducted cpntrolled studies currevltly under way with 

purified chemically defined antigeni$ p~~~~ations~ one finds-it difficult to justify 

the use of uncontrolled, poorly defihed preparations preswed to ~0~~~~ antigens 

that have been demonstrated in earlier studies to produce 1ocaJ :tind systemic 

reactions. The hypothetical and theoretical abjections st~~i~~ from laboratory 

studies linking mammalian and s~eptococc~l,~tigens havebeen given serious 

consideration in the design and con&t of resent studies treating humans with the 

newer purified streptococcal qtigens~. 

(42 FR 58266 at 58277). In contrast to’the. uncontr&ed, ptiorly defined 

preparations, the Panel made cle,ar ;at the time that they w~re.~ot ~o~.demning 

the use of purified or charac:terized; streptococcal antigens. (Id.). Further, FDA 

reviews each biological product and de#ermines whe~er the risk 

relationship is acceptable for the stage’af.investigation and. for lticensure [see 

21 CFR parts 312 and 6Ql). This reyiew is performed under the authority of 

the Federal Food, Drug, and Cosmetic Act and the Pub& ~~al~~‘~~rvice Act 

(see 21 USC. 355(i); 42 U.S;C. 26,?~a~~3~~~d ~~~~2~[A~~. FDA’s review is 

adequate to assess the safety,‘purity, and potency of products thatcompanies 

seek to license, and to ensure that hiumansubjects in clinical trial% of 

investigational products are not ex 0se.d fc~ unreasonable and ~i~~~~ant risk 

of illness or injury. 

Therefore, FDA concludes that $:6$0.19, which was codi~ed following the 

Panel report, was meant to apply only to those bacter2al vaccines which the 

Panel had under their revieti-Nc,eqsed but poorly ~~~act~~~~~d .products 



labeled “No U.S. Standard’of Potency’+-an d not’ to .more’ ch~~~~~~ized 

preparations under inv~sti~ati~n~t~e~ or now. Because‘ there are’ no bacterial 

mixtures with “NO U.S. Standard of P&ency” ~o~t~~~i~~ Group ‘A 

streptococcal antigens licensed at :&is time, and current, ma.~~fa~tnring 

technology allows for character&z&ion ,and purification ;of Group A 

streptococcal products, this regulation is obsolete, Alt~o~~~ it ‘was- never 

intended to apply to the development of Group A s~e-~t~.~o~~al vaccines that 

had adequate testing, FDA has determined that it has been perceived to cover 

these products as well, and:therefore s guld. be removed, 

II. Highlights of the! ?roposbd $.I$@ 

We are proposing to remove Q $XCI.ISI because the ~~i~t~~~-~~~~~~~rne~t is 

obsolete and perceived to be irn~e~in~ the development of Group A 

streptococcal vaccines using purified or characterized s~~e~~o~o~c~al antigens. 

The regulation is obsolete because it was written to allay to-a g~~~~ of 

products that are no longer on the market. Certain parties i~te~es~~d in 

developing new Group A streptocoGca1 vaccines perceive the re~~~~tion as an 

impediment, voiced during public meetings and workshops, e. 

A streptococcus workshop sponsored by ,the National ~s~~~t~ of ,AIlergy and 

Infectious Diseases, NIH, held in Bethesoa, MD on March 29 and $O., 2004. 

Group A streptococci are responsibje far significant morbidity an8 mortality 

worldwide, including rheumatic fever and ~lomerulo~~p~i~is, as.. w.ell as 

pharyngitis, impetigo, and other clinical manifestation. Therefor 

to prevent diseases caused by this organism would have a ~n~~~ health 

benefit. We are taking this action a&pa&of our co~tin~~g.. effurt to reduce 

the burden of unnecessary r~~lati~~s ox1 ijldustry and to revise outdated 

regulations without diminishing p lit health protection, 



III. Analysis of Impacts 

the Unfunded Mandates Act of l$?Qi7 \ 

FDA has examined the impacts of the proposed rule ‘undef Rxecutive 

Order 12866 and the,RegQtory ~~exib~~ty Act (3 U3C. 6~1-6~~), and the 

Unfunded Mandates Reform Act of $995 (Public Law %64--4). Executive Order 

1.~866 directs agencies to assess al! costs and benefits of ava~~~bl~ regulatory 

alternatives and, when~regulation is eecessary, to select, regul~tury ~~pproaebes 

that maximize net benefits (includSng otential econoinie;. ,e~vir~mental, 

public health and safety, and other advantages; distrib.~tiv~ impacts; and 

equity). The agency believes that this proposed rule is,not k significant 

regulatory action as defined by the! Executive order. 

The Regulatory Flexibility Act requires- agencies to analyze r 

options that would minimize a~y,~ig~i~~ant impact af a rule on %rnacll entities, 

Because the proposed rule is r~~~~~i~~:a regulation, it would net result in any 

increased burden or costs on srna~~~e~~~t~~s~ -Therefore, the agency certifies that 

the proposed rule will not have.a s~gn~~~~t e~onorni~~irnp~~~ ona substantial 

number of small entities. 

Section 202(a) of the Unfunde Ma~~tes Reform Act .of X395 requires that 

agencies prepare a written statemem, W&h includes an assessment of 

anticipated costs and benefits, before proposing “any rule at includes any 

Federal mandate that may result in’the ~xpendit~e by St&e, loca 

governments, in the aggregate, or-by the‘private sectorof ~~~~,~~ ,000 or more 

(adjusted annually for inflatiun) in any one year,” The event ~r~sh~ld after 

adjustment for inflation is $3_15 mik@on., using-the most current ~2~~~3) Implicit 

Price Deflator for the Gross Domestic Product. FDA does, not expe~~,this 
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proposed rule to result in any l-~“e~,e~~e~dit~~ that would meet or exceed 

this amount. 

B . Environmenlal Impact , 

The agency has determined, under 21 CFR 25..31&), that this action is of 

a type that does not individually or cumulatively have a”s~g~~~c~~t effect on 

the human environment. Therefore, neither an ~n~ro~rn~~tal assessment nor 

an environmental impact statement is required. 

C . Federalism 

FDA has analyzed this proposed ]FU e in accordance: $ith the principles 

set forth in Executive Order’ 13 132: FDA has determined that thezproposed rule 

does not contain policies that have substantial direct effects on the States, on 

the relationship between the National Government amI. the States, or on the 

distribution of power and r~sp?~a~~~l~ti~s among the various levels of 

government. Accordingly, the age&y has concluded that the pro 

does not contain policies that have federalism implications as de 

Executive order and, consequently, a fe eralism summary impact statement is 

not required. 

IV. Paperwork Reduction Act of $995 

This proposed rule contains no collections of ~forrnat~~n~ Therefore, 
_’ 

clearance by the Office of Management aDd budget-alder the ~a~~~ork 

Reduction Act of 1995 f44 USC. 3501-3528) is not require 

V. Request fur Comments 

Interested persons may submitlto the Division of,Dockets 

ADDRESSES) written or electronic ~~rnrn~~ts regarding this do~urn~~t, Submit 

a single copy of electronic cornmeats or two’paper copies of any mailed 

comments, except that individuals ,&ray submit one paper copy. C ,omments are 



to be identified with the docket ~~~~~r fomd in,br,aczkeb in the heading of 

this document. Received comments may be seen in the ~~v~~~o~!o~ Dockets 

Management between 9 a.+ and 4 p.m,‘3 Monday thr Friday. 
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List of Subjects in 21 CFR IjarMlQ 

Biologics, Labeling, Reporting “and ~~~cordkeep~~~ r~~~~r~rne~ts. 

a Therefore, under the Federal Food, Drug, and Cosmetic Act and 

Health Service Act, and under ~u~~~~ty ldelegated by the commissioner of Food 

and Drugs, it is proposed that 21 CFR part 620 be amended as fol 

a 1. The authority citation for 2 1, CFR part 6PQ continues to read, as: foUows: 

Authority:21 U.S.C. 321,~3,1,35~,~5~,353,355;36Q,366~, %Od,- 3$Oh, 36Oi, 

371,372,374, 381;42 U.S.C. 216,,262, 263.; 263~1,264. 
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g$610.19 [Removed] 
q 2. Remave § 610.19. 

Dated: November 21, 2OQ5. 

Jeffrey Shuren, 

Assistant Commissioner for Policy. 1 

[FR Dot. 05-???I’? Filed ??-??-LO5; 8:4$ am]. 

BtLLtNG CODE 4160-01-S 


